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of Correction in connection with the above-identified patent. A Certificate of Correction setting 
forth the necessary correction is submitted herewith. 

On the title page of the issued patent, the city of co-Assignee Warren Pharmaceuticals, 
Inc. is incorrectly recited as "Ossinin." Patentee requests that the city of co-Assignee Warren 
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Claim 3 in the issued patent incorrectly recites "... method of claims 1, wherein the 
carbamylation of the erythropeietin on at least six lysine . . . ." Patentee requests that claim 3 
be amended to recite "... method of claim 1, wherein the carbamylation of the erythropoietin is 
on at least six lysine . . . ." 

In support of its request, Patentee submits herewith as Appendix A copies of the 
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It is certified that error appears in the above-identified patent and that said Letters Patent is 
hereby corrected as shown below: 

On the title page, under item (73) Assignees, replace "The Kenneth S. Warren Institute, Inc., 
Ossining, NY (US); Warren Pharmaceuticals, Inc., Ossinin, NY (US)" with - The Kenneth S. 
Warren Institute, Inc., Ossining, NY (US); Warren Pharmaceuticals, Inc., Ossining, NY (US) --. 

Claim 3, at column 28, lines 25-28, replace "method of claims 1, wherein the carbamylation of 
the erythropeietin on at least six lysine" with - method of claim 1 , wherein the carbamylation of 
the erythropoietin is on at least six lysine --. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of: Brines et «/. Confirmation No,. 2092 

Serial No.: 10/573,905 Ait Unit: 1647 

Filed: May 30, 2006 Exan^en DeBerry, RegmaM. 

For TISSUE PROTECTIVE CYTOKINES Attorney Docket No.: WP03TA04-US 

FOR THE TREATMENT AND 

PREVENTION OF SEPSIS AND THE 

FORMATION OF ADHESIONS 



yunnrnsvtfrf TINDER M C.F.R. S WU 

Mail Stop Amendment 
Commissioner for Patents 
PO BOX 1450 

Alexandria, Virginia 223 13-1450 
Six: 

In response to the outstanding non-final Office Action mailed November 24, 2008, 
and in accordance with 37 C.F.R. §1.1 1 1, please consider the amendments and remarks 
below and enter them into the record for the application. Concurrently submitted herewith is 
(1) an Amendment Fee Transmittal; (2) a Petition for Extension of Time for two months, 
ftom February 24, 2009 up to and including April 24, 2009; and (3) a Credit Card Form 
authorizing the payment of fees due. 

Amendments to the claims are reflected in the listing of claims which begins on 
page 2 of this paper. 

Remarks/ Arguments begin at page 8 of mis paper. 
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Application No. 1O/S73.905 
Any. DocknNo. WT03-IA04-U3 
4/24/2009 

^ moments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
1 (Withdrawn) A method of treating, preventing, delaying the onset of, or reducing 
sepsis in a mammal comprising administering to the mammal a therapeutically 
effective amount of at least one chemically modified or mutated erythropoietin and a 
pharmaceutical carrier. 

2.-36. (Canceled) 

37. (Withdrawn) The method of claim 1, wherein said sepsis has not proceeded to septic 
shock. 

38. (Withdrawn) A method of enhancing wound healing in a mammal comprising 
admmistering to the mammal a therapeutically effective amount of at least one 
chemically modified or mutated erythropoietin and a pharmaceutical carrier. 

39. (Currently Amended) A method of treating, preventing, delaying the onset of, or 
reducing adhesion formation, abnormal fibrous band formation, formation of a 
connection between organs, or scarring in a mammal comprising administering to the 
mammal a therapeutically effective amount of at least one erythropoietin that-is 
optionally chemically modified ov mutated i s . cpernlcallY mod ifi ed at ope or more 
lysi ne residues of the N-ter m^ p] ^ yo group, wherein said chemical modification i$ 
y?T h ffP! Y lation - ^ a pharmaceutical carrier. 

40. (Withdrawn) A method of treating, preventing, delaying the onset of, or reducing a 
condition associated with elevated in a mammal comprising administering a 
therapeutically effective amount of at least one erythropoietin that is optionally 
chemically modified or mutated in a pharmaceutical carrier. 

41. (Previously Amended) The method of claim 39, wherein said erythropoietin lacks or 
is diminished for at least one or more of erythropoietin's erythropoietic effects. 

42-48. (Canceled) 
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49. (Withdrawn) A method of treating, preventing, delaying the onset of, or reducing the 
effects of a condition associated with an effect of proinflammatory cytokines in a 
mammal comprising administering to the mammal a therapeutically effective amount 
of at least one chemically modified or mutated erythropoietin, said erythropoietin 
having at least one polyethylene glycol molecule attached, in a pharmaceutical carrier. 

50. (Withdrawn) A method of treating, preventing, delaying the onset of, or reducing the 
effects of a condition associated with proinflammatory cytokines in a mammal 
comprising administering to the mammal a therapeutically effective amount of at least 
one chemically modified or mutated erythropoietin in a pharmaceutical carrier, said 
erythropoietin having at least one polyethylene glycol molecule attached. 

51. (Withdrawn) The method of claim 49 or 50, wherein said erythropoietin is also 
carbamylated. 

52. (Withdrawn) The method of any one of claim 47, wherein said carbamylated 
erythropoietin is alpha-N-carbamoyl, N^^on^arbamoylerythropoietin. 



53. 



54. 



55. 



56- 



(Withdrawn) The method of any one of claim 5 1 , wherein said carbamylated 
erythropoietin is alpha-N-carbamoyl, N-epsilon-CBibamoylerymropoietin 

(Withdrawn) The method of any one of claim 47, wherein said carbamylated 
erythropoietin has at least 90% of the lysines carbamylated, 95% of the lysines 
carbamylated; or 100% of the lysines carbamylated. 

(Withdrawn) The method of any oneof claim 51, wherein said carbamylated 
erythropoietin has at least 90% of the lysines carbamylated, 95% of the lysines 
carbamylated, or 100% of the lysines carbamylated. 

(Currently Amended) The method of any one of claims 4*32, wherein the 
oarbamylated carhamvlation of 1he e rythropoietin has&m at least six lysine residues 
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thereof s arbam y lat e d , at least seven lysine residues thereof e^^myla^, or at least 
eight lysine residues therej^sartamylated. 

57. (Withdrawn) The method of claim 49 or 50, wherein the proinflammatory cytokine 
comprises at least one of Interleukin or TNF. 

58. (Withdrawn) The method of claim 50, wherein the condition associated with 
proinflammatory cytokines is an ischemia-related condition, allergy, rheumatic 
disease, or infection. 

59. (Withdrawn) A method for treating a condition related to proinflammatory cytokines 
in a mammal with reduced hematocrit levels comprising administering a therapeutic 
dose of erythropoietin, said dose sufficient to restore the hematocrit in said mammal, 
and administering a therapeutic dose of a chemically modified or mutated 
erythropoietin. 

60. (Withdrawn) The method of claim 59, wherein said condition is anemia. 

61 . (Withdrawn) The method of claim 60, wherein said anemia is associated with cancer 
or another chronic disease. 

62. (Withdrawn) A pharmaceutical composition comprising an amount of at least one 
chemically modified or mutated erythropoietin effective for use in the method of any 
one of claims 1. 38 to 40, 49, 50, 58, 59, 60 or 61 . 

63. (Withdrawn) A pharmaceutical composition comprised of an amount of at least one 
erythropoietin effective for use in the method of any one of claims 39 to 40. 

64. (Withdrawn) The pharmaceutical composition of claim 62, wherein the 
erythropoietin (i) lacks or is diminished for at least one of erythropoietin's 
erythropoietic effects; (ii) has at least one polyethylene glycol molecule attached; or 
(lii) is carbamylated. 
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65. (Withdrawn) The pharmaceutical composition of claim 62, wherein said 
erythropoietin is alpha-N-carbamoyl, N-epsUon-carbamoylerythxopoietin. 

66. (Withdrawn) The method of claim 38, wherein the wound is a result of one or more 
of trauma, surgery, pressure, bums, diabetes, ot vascular insufficiencies. 

67. (Previously Presented) The method of claim 39, wherein the adhesion formation is a 
result of one or more of surgery, trauma, infection, chemotherapy, radiation, or 
cesarean section. 

68. (Withdrawn) A method for testing the ability of a chemically modified or mutated 
erymropoietin to treat, prevent, delay the onset of, or reduce complications of sepsis, 
adhesions, or inflammation resulting from infection comprising: 

(i) inducing sepsis, adhesions, inflammation, or a combination thereof in a 
mammal; 

(ii) administering to said mammal the erythropoietin to be tested; and 

(iii) detemtining the adhesion score of the mammal, 

wherein if the adhesion score determined in step (iii) is less than the adhesion score 
absent the erythropoietin then said erythropoietin effectively treats, prevents, delays 
the Onset Of, or reduces complications of sepsis, adhesions, or inflammation resulting 
from infection. 

69. (Withdrawn) A method for testing the ability of a chemically modified or mutated 
erythropoietin to treat, prevent, delay me onset of, or reduce complications of sepsis, 
adhesions, or inflammation resulting from infection comprising: 

(i) inducing sepsis, adhesions, inflammation, or a combination thereof in a 

(ii) administering to said mammal the erythropoietin to be tested; and 

(iii) determining the illness score of the mammal, 

wherein if the illness score determined in step (iii) is less than the illness score absent 
the erythropoietin, then said erythropoietin effectively treats, prevents, delays the 
onset ot; or reduces complications of sepsis, adhesions, or inflammation resulting 
from infection. 
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REMARKS 

According to the Office Action mailed November 24, 2008, claims 1, 37-15, and 47-69 
are pending in the current application. Claims 1, 37-38, 40, 49-55, 57-66, 68 and 69 have been 
withdrawn and currently claims 39, 41^5, 47, 48, 56 and 67 are rejected. By this amendment 
Applicants have: (1 ) canceled claims 42-45, 47 and 48 without prejudice; (2) amended claim 39 
to delete the term "prevent," and the phrase "is optionally chemically modified or mutated," 
and (3) amended claim 39 to add "is chemically modified at one or more lysine residues or 
the N-terminal amino group, wherein said chemical modification is carbamylation," which 
incorporates the limitations of claims 42 and 47; and (4) amended claim 56 to depend from 
claim 39 and provide proper antecedent basis for the claim. 

Applicants hereby reserve the right to pursue the subject matter of the canceled claims 
in subsequent filings. These amendments have not added new matter, and Claims 39, 41, 56 
and 67 will be pending upon entry of die present amendment 

INFORMATION DISCLOSURE STATEMENT 

Applicants acknowledge the Examiner's indication that the various references 
submitted in Applicant's IDS filed on July 29. 2008 was received and the information 
contained therein was considered as to the merits. However, although the Office Action, 
pages 3-4, indicates that the Office Actions and patent interference cited in the IDS were 
considered, the Examiner has lined through each of these references on the IDS, see pages 4 
and 7, indicating that the references have not been considered. Applicants hereby request that 
the IDS be amended in order to indicate that these submitted references have in fact been 
considered by the Examiner as tho Office Action states. 

THE CLAIM REJECTIONS UN DER 35 U.S-C. § 112, FIRST PARAGRAPH, 
ENABLEMENT, SHOULD BE WITHDRAWN 

Oaims 39) 4i -45, 47, 48, 56 and 67 have been rejected under 35 U.S.C. § 1 12, first 
paragraph, as tailing to comply with the enablement requirement The Examiner maintains 
that these claims are not enabled for a method of preventing adhesion formation, abnormal 
fibrous band formation, formation of a connection between organs or scarring in a mammal 
using an unmodified EPO that is optionally chemically modified or mutated. Without 
agreeing to the Examiner's rejection and solely to expedite the prosecution of this application, 
Applicants have (1) amended claim 39 to delete the term "prevent," and the phrase "is 
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optionally chemically modified or mutated;" and (2) amended claim 39 to add "is chemically 
modified at one or more lysine residues or the N-terminal amino group, wherein said 
chemical modification is carbamylation." These amendments render the current enablement 
rejection moot as the Examiner, page 4 of the Office Action, indicates mat me specification is 
enabling for the amended scope of claim 39. 

Dependent claims 41, 56 and 67 all ultimately depend from claim 39 and incorporate 
the limitations of claim 39 via their dependencies and therefore are enabled as well. 
Accordingly, Applicants assert that the specification is enabling for the claimed invention and 
that the indicated claims should be allowed. 
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CONCLUSION 

Applicants respectfully request consideration and entry of the amendments 
remarks into the file for the above-identified application- 



Date: April 24, 2009 




42,623 
(Reg. No.) 



WARREN 

PHARMACEUTICALS, INC. 
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THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT. 
PBOSECUTrOH QH XHE MERITS IS CLOSER. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS. 
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308. 

THE ISSUE FEE AND PUBLICATION FEE <TF REQUIRED) MUST BE PAH) WITHIN HffiEE MONTHS FROM THE 
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. J_HIS 
STATUTORY FE RiOP CANNOT fi£ EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES 
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAH) ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS 
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM 
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW 
DUE. 

HOW TO REPLY TO THIS NOTICE: 

I. Review the SMALL ENTITY status shown above. 



If the SMA LL ENTITY is shown as YES, verify your current 
SMALL ENTITY status: 

A. If the status is the same, pay the TOTAL FEE(S) DUE shown 
above. 

B. If the status above is to be removed, check box 5b on Part B - 
Fee(s) Transmittal and pay the PUBLICATION FEE (if required) 
and twice the amount of the ISSUE FBB shown above, or 



If the SMALL ENTITY is shown as NO: 

A. Pay TOTAL FEE(S) DUE shown above, or 

B. If applicant claimed SMALL ENTITY status before, or is now 
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s) 
Transmittal and pay the PUBLICATION FEE (if required) and 1/2 
the ISSUE FEE shown above. 



II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office 
(USPTO) with your ISSUB FEB and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b* 
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a 
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing 
the paper as an equivalent of Part B. 

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to 
Mail Stop ISSUE FEE unless advised to the contrary. 

IMPORTANT REMINDER^ Utility patents Issuing on applications filed on or after Dec. 12, 1980 may require payment of 
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when doe. 
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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address*- 
Ail claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY 18 NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant See 37 CFR 1.313 and MPEP 1308. 

1. 0 This communication is responsive to 4/24/09 . 

2. IS The allowed claim(s) is/are 39. 41. 56. 67 tranumberadas 1-4. respectively) . 

3. Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)L3AII b)C3Some* c)dNone of the: 

1. □ Certified copies of the priority documents have been received. 

Z □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received In this national stage application from the 
International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result In ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

4. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration Is deficient 

5. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ Including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-94B) attached 

1) □ hereto or 2) □ to Paper NoVMatl Date „ . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper NoVMaH Date . 

identifying indicia such as the application number {see 37 CFR 1.84fo)) should be written on the drawings In the front (not the back) of 
each shoot Replacement shest(s) should be labeled as tuch In the header according to 37 CFR 1.121(d). 

6. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 
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5. □ Notice of Informal Patent Application 


2. □ Notice of Draftperson's Patent Drawing Review (PTO-948) 


6. □ Interview Summary (FTO-413), 


3. □ Information Disclosure Statements (PTO/SB/08), 
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8. □ Examiner's Statement of Reasons for Allowance 


of Biological Material 






9. □ Other . 
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EXAMINER'S AMENDMENT/COMMENT 

An Examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided , 
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

Authorization for this Examiner's amendment was given in a telephone interview 
with Attorney Michael Yamtn on 19 August 2009. 

The application has been amended as follows: 

Please cancel claims 1, 37, 38, 40, 49-55, 57-66, 68 and 69. 

In claim 56, line 1: please change "The method of any one of claims 39" to Tthe 
method of claim 39". 

Any comments considered necessary by applicant must be submitted no later 
than the payment of the issue fee and, to avoid processing delays, should preferably 
accompany the issue fee. Such submissions should be clearly labeled "Comments on 
Statement of Reasons for Allowance." 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Regina M. DeBerry whose telephone number is (571) 
272-0882. The examiner can normally be reached on 9:00 a.m.-6:30 p.m. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on (571) 272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Christine J Saoud/ 

Primary Examiner, Art Unit 1647 

/R. M. D.I 

Examiner, Art Unit 1 647 
8/19/09 
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